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I hereby certify that this document and its listed enclosures are being deposited with the 
United States Postal Service as First Class Mail in an envelope addressed to: Assistant 
Commissioner for Patents, Washington, DC 2023 1 on (date) 



Assistant Commissioner for Patents 
Washington, DC 20231 

Sir: 

PETITION FOR EXTENSION OF TIME UNDER 37 CFR 61.136(V> 
Applicant hereby requests an extension of time of three months in which to respond to 
the Office Action dated June 7, 2002 in the above identified Application. That Office Action 
set a shortened statutory period of three months for response. Please charge $920 or the fee 
required under 37 CFR §1. 17(a)(3) to Deposit Account No. 19-1025. 

RESPONSE TO OFFICE ACTION DATED JUNE 7. 2002 

Claims 1 and 1 5 are pending in the above-identified Application and stand rejected g 

under 35 USC § 103(a) as being unpatentable over U.S. Patent No. 5,466,823 (Talley). & 

The Examiner cites In re Weijlard, 69 USPQ 86 (CCPA 1946) in support of his § 

-<r 

position that 'Hhere is no patentable distinction in the concept of a chemical compound in § 

o 

crystalline form over the same compound [in] its amorphous form" (Office Action, p. 3, 1st ^ 
para.). In this regard, Applicant notes that the full context of the referenced remark in In re g 
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Weijlard reads as follows: 



"It has long been the practice in the chemical and pharmaceutical arts to produce 
compounds in the form of crystals to secure a pure product and for other reasons. 
In this case we see no patentable distinction between the crystalline compound 
defined in the claims and the substantially pure amorphous product of the 
reference. In arriving at this conclusion the relative hygroscopicity of the two 
forms has not been overlooked, but it is our opinion that there is nothing whatever 
patentable in the concept of a chemical compound in crystalline form over the same 
compound in its amorphous form." 



Emphasis added. 

The Weijlard court's finding of "no patentable distinction" was therefore in a fact 
situation where th e amorphous form was in thejjrior ar t and the cr ystalline form was n ew, and 
where crystallization was standard practice in the art. In the present situati on, thejfacts are 
reversed. Crystalline celecoxib is old in the art (as disclosed for example in the Talley 
reference) and the present invention goes a gains t the teaching of Talley to provi de amorphous 



Even if it were obvious, as the court in In re Weijlard found, to proceed from an 
amorphous to a crystalline form of a compound, the Examiner has failed to make a prima 
facie case of obviousness for proceeding from the crystalline celecoxib of Talley to the 
amorphous celec oxib of the present inventio n. 

In particular, no suggestion or motivation to modify Talley' s crystalline celecoxib to 
make amorphous celecoxib is found either in Talley itself or in the knowledge generally 
available to one of ordinary skill in the art at the time the invention was made. See MPEP 
2143, first para. It was not even predictable that an amorphous form of cele coxib could exist 
or be made. " Certain materials are easy to cast into a glassy {i.e., amorphous] state, others 



can be made glassy with great difficulty and, some, seemingly not at all. At present there 
seems to be no specific theory to help predict this behavior." Remington: The Science and 
Practice of Pharmacy, 19th edition (1995), p. 168 (copy attached). At least some degree of 
predictability is required for a prima facie showing of obviousness. MPEP 2143.02, second 
subsection. Thus the Examiner's assertion that "one skilled in the art would have been 
motivated to prepare different amorphous forms of known pharmaceuticalfy useful compounds 
with the expectation of obtaining a pharmaceutically useful benefit, such as treating a medical 



celecoxib. 
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condition or disorder" is incorrect. Such an assertion, in a situation where, because of lack of 
predictability, there was no reasonable expectation of success at the time the invention was 
made, can be made only with the benefit of hin dsight, which is impermissible. Further, it is 
respectfully pointed out that the present invention did not involve preparing "different 
amorphous forms" but in preparing for th e first time an amo rphous^ form where only crystalline 
forms were known in the art. 

Even if, arguendo, a prima facie case of obviousness had been made, evidence exists 
to rebut it. The Examiner correctl y notes th at in Ex parte Conn & Norman, 119 USPQ 388 
the Board of Patent Appeals and Interferences, quoting Union Carbide v. American Carbide, 
181 F 104, stated that mere change of form in and of itself does not disclose novelty. The 
court in Union Carbide went on to say: 

"... But patentable novelty in a case like the present may be founded upon superior 
efficiency; upon superior durability, including the ability to retain a permanent form 
when expose d to the atmosphere; up on a lesser tendency to breakage and loss; 
upon purity, and, in connection with other things, upon comparative cheapness." 

The Board in Ex parte Conn & Norman found that a similar situation to that in Union 
Carbide presented itself, "because the advantages afforded by the claimed compound stem 
from its new form. Since this form of the compound is neither taught nor suggested in the^ 
pmr^art, its novelty coupled with the unobvious results obtained thereby renders it 
patentable." 

The citation of Ex parte Conn & Norman in the present Office Action is followed by a 
statement that "absent a showing of unobvious and superior properties, the instant claimed 
amorphous forms of a known compound would have been suggested to one skilled in the art." 

Although, where a prima facie case of obviousness has not been made, there is no 
burden on Applicant to provide a showing of unobvious and superior properties, Applicant 
respectfully draws the Examiner's attention to the present specification at page 31, Table 3. In 
a pharmacokinetic study in dogs, a ta blet comprising amorphous celecoxib of the invention 
exhibited an approximately t wofold higher C niax and an approximately twofold higher AUC, 
i. e. , a doub ling of bioavailability, by compa rison with a prior art capsule comprising crystalline 
celecoxib. Furthermore, a blood plasma celecoxib level of 101 1 ng/ml, reached in 1 .2 hours 
with the prior art crystalline form, was reached in just 0.5 hour with the amorphous form of 
the invention. Such a quantitative improvement in bioavailability could not possibly have been 
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expected, and constitutes evidence of just the kind of ''unobvious and superior properties" that 
the Examiner implies is absent. 

Ex parte Hartop, 139 USPQ 525 is cited by the Examiner in support of his statement 
that "products which are merely different forms of known compounds, notwithstanding that 
some desirable results are obtained therefrom, are unpatentable where products have same 
utility as the art compounds." The Board in Ex parte Hartop continued: 

"... however, invention can be present if prior art product cannot be used for purpose 
asserted for pure or new form of product ." 

It was an objective of the present invention to provide a form of celecoxib capable of 
providing rapid-onset therapeutic effect, for example fast relief from acute pain. Specification, 
page 2, lines 4-10. Crystalline cele coxib presents certain problems, mentioned in the 
specification at page 2, lines 1 1—25, in preparing a rapid-onset oral dosage form. Talley, at 
column 4, lines 30-33, contemplates that his subject compounds, including celecoxib, 'Svould 
be useful ... as an analgesic in the treatment of pain and headaches" but does not specifically 
suggest utility in rapid-onset therapy, such as for fast relief from acute pain. 

The present invention provides a previously unknown solution to the problem of 
providing a form of celecoxib having enhanced bioavailability consistent with rapid-onset 
therapy; furthermore, as shown in Table 3 of the specification as pointed out above, it does so 



Accordingly Applicant respectfully traverses the present rejection under 35 USC 
§103 (a) and believes that the claims presently in consideration are in condition for allowance. 



Address Correspondence to: 
Pharmacia Corporation 
Patent Department - 04B 
800 N Lindbergh Boulevard 
St Louis, MO 63167 



to a mogt sur^rismg.dsgree. 



Respectfully submitted, 




James C. Forbes 
Agent for Applicant 
Registration No. 39,457 
Tel. (847) 581-6090 
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